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DETAILED ACTION 

Applicant's response and amendments filed 24 January 2007 have been 
received and entered. 

Claims 31-36, 43-45, 51, and 55-60 have been examined on the merits. 

Response to Arguments 

Applicant's arguments with respect to claims 31-36, 43-45, 51, and 55-59 have 
been considered but are moot in view of the new ground(s) of rejection. 

Specification 

The disclosure is objected to because of the following informalities: On page 20, 
line 6, Applicant recites an amino acid sequence for FGFR-3. Applicant must reference 
the SEQ ID NO for this sequence in the specification rather than the sequence itself. 

Appropriate correction is required. 

Claim Objections 

Claim 31 is objected to because of the following informalities: In lines 3-5, step 1 
of Claim 31 recites the phrase "determining the expression by said cells of a positive 
marker of chondrocyte phenotypic stability which is BMP-2 and/or FGFR-3 and/or a 
marker co-detectable with these markers." Step 1 and step 2 clearly indicate that it is 
optional whether to determine more than one of the positive markers by use of the 
phrase "and/or." In lines 16-17, step f) of Claim 31 recites the phrase "identifying a 
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mariner which is co-expressed with said positive markers". The use of the phrase 
"and/or" in the first part of step 1 and in step 2 is inconsistent with step f), because step 
f) requires identification of more than one marker, whereas step land step 2 indicate 
that it is optional whether to determine more than one of the recited positive markers. 
Appropriate correction is required. 

Claim 32 is objected to because of the following informalities: In lines 3-5, step 1 
of Claim 32 recites the phrase "determining that activin-like klnase-1 (ALK-1) is not 
expressed by said cells, and/or a marker is not expressed by said cells which is a 
marker co-detectable with said ALK-1 marker." Step 1 and step 2 clearly indicate that it 
is optional whether to determine more than one of the markers by use of the phrase 
"and/or." In lines 16-17, step f) of Claim 32 recites the phrase "identifying a marker 
which Is co-expressed with said negative molecular marker". The use of the phrase 
"and/or" in the first part of step 1 and in step 2 is inconsistent with step f), because step 
f) requires identification of more than one marker, whereas step 1 and step 2 indicate 
that it is optional whether to determine more than one of the recited negative markers. 
Appropriate correction is required. 

Claim 60 is objected to because of the following informalities: In line 2, the 
phrase "further comprising" appears twice, presumably in error. Appropriate correction 
is required. 
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Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Long!, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528. 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer In compliance with 37 CFR 1 .321(c) or 1 .321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 31-36, 43-45, 51 , and 55-60 stand provisionally rejected on the ground of 
nonstatutory double patenting over claims 3-15. 27. 30, and 33 of copending Application 
No. 10/422,475. This is a provisional double patenting rejection since the conflicting 
clainris have not yet been patented. 

The subject matter claimed in the instant application is fully disclosed in the 
referenced copending application and would be covered by any patent granted on that 
copending application since the referenced copending application and the instant 
application are claiming common subject matter, as follows: a method for identifying 
cells having chondrocyte phenotypic stability comprising assaying the cells for 
expression of positive and/or negative markers of phenotypic stability, detecting the 
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expression of the markers by sets of DNA probes, and therapeutic compositions 
comprising cells identified by the claimed assay method. 

Furthermore, there is no apparent reason why applicant would be prevented from 
presenting claims corresponding to those of the instant application in the other 
copending application. See In re Schneller, 397 F.2d 350. 158 USPQ 210 (CCPA 
1968). See also MPEP § 804. 

Response to Arguments 
Applicant made no arguments regarding the Obviousness-type Double patenting 
rejection of record, but Applicant did acknowledge the rejection and agreed to address it 
upon the indication of otherwise allowable subject matter. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
mailing and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 31-36, 43-45, 51, and 55-60 are rejected under 35 U.S.C. 1 12, first 
paragraph, because the specification, while being enabling for type 2 collagen as a 
marker which is co-expressed with FGFR-3, does not reasonably provide enablement 
for any other markers which may be co-expressed with all positive markers. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to use the invention commensurate in scope with 
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these claims. In particular, Applicant does not demonstrate any other markers which 
could be co-expressed with FGFR-3. other than type 2 collagen, (see, for example, pg. 
30 of the instant specification, Example 9). Applicant describes the only other positive 
marker mentioned in the specification, BMP-2, as an unrelated "independent positive 
marker," whereas type 2 collagen, which is also described as independent and 
unrelated, is actually demonstrated to be co-expressed with FGFR-3 in isolated human 
articular cartilage cells. Applicant has not provided one of skill in the art with enough 
information about other markers that may be co-expressed with the positive markers 
BMP-2, FGFR-3i or type 2 collagen to avoid undue experimentation. Therefore, 
Applicant is only enabled for identification of type 2 collagen co-expressed with FGFR-3. 

Claim 32 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention. In 
particular. Applicant recites the phrase "identifying a marker which is co-expressed with 
said negative molecular marker" in lines 16-17 of claim 32. The instant specification 
does not provide any markers which could be considered as "co-expressed with" the 
negative markers ALK-1 and collagen type X. Applicant illustrates that "with co- 
expression, in the context of the present invention, is meant that a second factor or 
marker is expressed or detectable whenever a first factor or marker is expressed or 
detectable. For example, whenever... ALK-1 or collagen type X are expressed and 
detectable." Furthermore, Applicant says that "such co-expressed or co-detectable 



Application/Control Number: 10/089.932 Page 7 

Art Unit: 1657 

factor[s] or marker[s] can be a recognizable cell surface marker, detectable via 
polycolonal or monoclonal antibodies and/or specific ligands" (see, for example, pg. 12 
of the instant specification). Applicant gives no specific examples of what might 
constitute a marker that would be co-expressed with either ALK-1 or collagen type X. 
Any number of different cell surface markers could possibly be considered as "co- 
expressed" with either of these two negative markersand therefore it would take an 
undue amount of experimentation for one of ordinary skill in the art to determine what 
would be such a marker. 

All other claims depend directly or indirectly from rejected claims and are, 
therefore, also rejected under USC 112, first paragraph for the reasons set forth above. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 31-36, 43-45, 51, and 55-60 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. In particular, in Claim 31, lines 
16-17, Applicant recites the phrase "identifying a marker which is co-expressed with 
said positive markers linked to formation of stable, non-vascularized cartilage in vivo." It 
is unclear what Applicant means by this phrase (i.e., are the markers that are co- 
expressed with positive markers the same as, or different from, markers that are co- 
detectable with positive markers, what constitutes a co-expressed marker, and is said . 
co-expressed marker co-expressed only with particular positive markers, such as type 2 
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collagen co-expressed with FGFR-3, etc.?). It is unclear whether the markers recited in 
lines 4-5 and 19-20 (i.e., BMP-2 and/or FGFR-3 and/or a marker co-detectable with 
these markers) that are recited in the alternative form are Intended to be the same 
makers as that recited in step f). wherein a "co-expressed marker" is recited. The 
confusion rests in the fact thiat Applicant recites determination of the markers initially in 
the optional form (and/or), whereas, in step f), Applicant requires that a second marker 
that is co-expressed with a positive marker is identified. It would appear from the 
teachings of Yayon et al (WO 96/41620) that the marker FGFR-3 (a positive marker, as 
taught in the instant specification) is indicative of mesenchymal skeletal progenitor cells, 
which can differentiate into bone and/or cartilage, and therefore, that FGFR-3 would be 
insufficient as a positive marker by itself to indicate cells having chondrocyte phenotypic 
stability. Therefore, the teachings of Yayon et al indicate that to differentiate between 
mesenchymal skeletal progenitor cells, which would have only FGFR-3 expressed, and ^ 
chondrocytes, one would need to identify markers in addition to FGFR-3 on 
chondrocytes for identifying cells having chondrocyte phenotypic stability. Therefore, 
for examination purposes, the Examiner will assume that the instant claims require 
determination of a first positive marker and then identification of a second marker which 
is co-expressed with said positive marker. 

In particular, in Claim 32, lines 16-17, Applicant recites the phrase "identifying a 
marker which is co-expressed with said negative molecular marker linked to formation 
of stable, non-vascularized cartilage." It is unclear what Applicant means by this phrase 
(i.e., are the markers that are co-expressed with negative markers the same as, or 
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different from, mariners ttiat are co-detectable with negative mariners, what constitutes a 
co-expressed marker, and is said co-expressed marker co-expressed only with 
particular negative markers?). It is unclear whether the markers recited in lines 3-5 and 
20-21 (i.e., ALK-1 marker and/or said marker co-detectable with said negative marker) 
that are recited in the alternative form are intended to be the same makers as that 
recited in step f), wherein a "co-expressed marker" is recited. The confusion rests in the 
fact that Applicant recites determination of the markers initially in the optional form 
(and/or), whereas, in step 0. Applicant requires that a second marker that is co- 
expressed with a negative marker is identified. 

All other claims depend directly or indirectly from rejected claims and are, 
therefore, also rejected under USC 112, second paragraph for the reasons set forth 
above. 

Conclusion 

No claims allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant.is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 



Application/Control Number: 10/089,932 



Page 10 



Art Unit: 1657 

shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Amanda P. Wood whose telephone number Is (571 ) 
272-8141 . The examiner can nomrially be reached on M-F 8:30AM -5PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon Weber can be reached on (571) 272-0925. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Infomiation regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more infomiation about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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